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1.-63. (canceled)

64. A bivalent compound comprising a protein arginine
methyltransferase 5 (PRMTS5) ligand conjugated to a deg-
radation/disruption tag.

65. (canceled)

66. The bivalent compound of claim 64, wherein the
PRMTS ligand is EPZ015666, GSK591, EPZ015938, BLL-
1, HLCL-61, LLY-283, or PF-06855800.

67. (canceled)

68. The bivalent compound of claim 64, wherein the
degradation/disruption tag is pomalidomide, thalidomide,
lenalidomide, VHL-1, adamantane, 1-((4,4,5,5,5-pentafluo-
ropentyl)sulfinyl)nonane, nutlin-3a, RG7112, RG7338,
AMG232, AA-115, bestatin, MV-1, or LCL161.

69. The bivalent compound of claim 64, wherein the
degradation/disruption tag binds to a ubiquitin ligase or
serves as a hydrophobic group that leads to PRMTS protein
misfolding.

70. The bivalent compound of claim 64, wherein the
PRMTS ligand is conjugated to the degradation/disruptor
tag through a linker.

71. The bivalent compound of claim 64, wherein the
bivalent compound has the form

wherein PI comprises an PRMTS ligand and EL comprises
a degradation/disruption tag.

72. The bivalent compound of claim 71, wherein PI
comprises:

FORMULA 1

wherein A, B, C, and D are independently a bond, CRS,
N, O, or S,

X and Z are independently CR” or N,

Y is a bond, CR®, or N,

R!, R% R3 R* R’ RS R’, and R® are independently
hydrogen, halogen, C,-C; alkyl, C,-C; alkoxy, or
C,-Cy alkoxyalkyl,

m and n are independently 0-3, and

pisOor 1.

73. The bivalent compound of claim 71, wherein PI

comprises:

FORMULA 2
1
=\ R,

O RS RAR} RZ ( \ /

Jn B_ ..D OH
C

wherein A, B, C, and D are independently a bond, CRS,
N, O, or S,

Zis CR” or N,

RY, R% R? R* R° R® R’ and R® are independently
hydrogen, halogen, C,-C; alkyl, C,-C; alkoxy, or
C,-C, alkoxyalkyl, and

m, n, p, and q are independently 0-3.

74. The bivalent compound of claim 71, wherein PI

comprises:

FORMULA 3

OH

wherein A, B, C, and D are independently a bond, CRS,
N, O, or S,

Y and Z are independently CR” or N,

R!, R% R3 R* R’ RS R’, and R® are independently
hydrogen, halogen, C,-Cg alkyl, C,-Cg alkoxy, or
C,-Cy alkoxyalkyl, and

m, n, p, and q are independently 0-3.



